0092 

P-59 

\ N-acetyl-L-cysteine IZ X h fflf& F*lV&ttg£S 

[§ft}\ N-acetyl-L-cysteine (NAC) l±jk&it 

- fc/6 5 *fg-^£ ft T NAC <7)«'t£<7>^ * 

— XA tCjo t\ £ Stt^Sa (Reactive oxygen 
species, ROS)\oKl-^^BJ^^v(c-r^/-i6, 
f)t * tfttM L A *fl§» ROS fcflM* £ 
ffl V » £ kat-sod Assay «t oyC } L 0 

LX±mm ROS M*^ 
tK&WX- $> Z D3,H7(wi»a), DSH19 (kaEG), 
DSH56 (.sodAB)£m,^f/o Z\(7) 3 feCOMfaZ 
H 2 0 2 & £ V M ± OriWSS'J ^ ^S-f -5 fg 0 - 
1-3 30mM «0 NAC £ffiAn L/c^-^tCOV^T CO 
ROSm^S^itWLfL ttz, NAC CO*f 

L B# CD mdn. £ m^tz o toG- lacZ 
iSfe^- £ <> o GSSH19, Att-tacZ St^is-fc^ 
£ "o O DSH5^ ^JS^TB-klactosidase rSt££ 

su. / \ 

[*S*J /3 MflcSr H 2 0 2 *i vM± orHBM 

^tsmfzmzit&toi&mm iomM) 

O NAC * mUir Ztmhfrti: ROS fB*flri« 

&yixtz 0 ttz, 3M»^nac 

iJztZZ. Jfc«»i«aiflE (»15iriWl~) K 



0093 

P-60 (0-5) 
r7 - 1 - K # £ ft -5 -<> -fer' > ?£t£tti» % 

m\msL (*»ss* • %> 

St£tt^T&£ hydroxyhydroquinone (HHQ) 

DNAg^lSfr^&^W-rS^K^Bfci&i^ • ^ 
5 J — JUTflbiB L, JRfflSC^iSffl^nT Mc«tO 
fftS MS, nmr, uv©jR*j «fc tfHPLCi;; J: 0 

^•S-O-lf >ftlM$) hydroxyhydroquinone (HHQ) 

DNA*«»rLfco CO^»fJiSOD-ciiFl^$n 
•T, — \£, ou^'jfjjum^U x\£>b 

dmpo^jb WcESR-x b' > h ^ y f ic J; $ 

DMPO-OH©->^^j&<^J6t>n, HHCW>m^OH 

[*ttft] => - h - ^CDDNA^ KftltLTi 
^$n/cHHQ{i, <>-fe->©Stt«:li}®i: UT 
ftj«ptlT:fo t), -S. typhimurium TA 97tTA100|C 




OH 



Hydroxyhydroquinone 
(HHQ) 



- 106 - 



Benzene active metabolite contained in coffee 



- Kazuyuki HIRAMOTO, Xianghong LI, Mitsumasa MAKIMOTO, Tetsuta 
KATO, Kiyomi KIKUGAWA (School of Pharmacy, Tokyo University of 
Pharmacy and Life Sciences) 

[Object] We have already found that an ingredient having DNA 
chain cleavage effect is contained in coffee. Here, we report 
that we have isolated this DNA chain cleavage substance and 
identified to be hydroxyhydroquinone (HHQ) that is an active 
metabolite of benzene. 

[Method and Result] A substance having DNA chain cleavage 
activity was extracted from commercial instant coffee with 
ethyl acetate and ethanol, and purified by normal phase and 
reverse phase chromatography. Using MS, NMR, UV absorbance and 
HPLC, the cleavage substance was identified to be a benzene 
metabolite, hydroxyhydroquione (HHQ) , the genetic toxicity of 
which had been already revealed. HHQ cleaved DNA depending on 
the concentration and reaction time. The cleavage was not 
inhibited by SOD, but inhibited by catalase, an OH radical 
scavenger, a spin trapping agent and a chelating agent. 
Furthermore, the cleavage was enhanced by iron (III) ion. Since 
HHQ consumed the dissolved oxygen in the aqueous liquid and the 
concentration of oxygen was increased by addition of catalase, 
it was revealed that the source for generating hydrogen peroxide 
in coffee was HHQ. Furthermore, it was revealed that OH radical 
was generated from HHQ since a signal of DMPO-OH was observed 
by ESR-spin trapping using DMPO. 
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[Conclusion] HHQ, which was identified to be a DNA chain 
cleavage substance in coffee, is known as an active metabolite 
of benzene, and is reported to exhibit direct-acting 
mutagenicity against S. typhimurium TA 97 and TA 100. The 
existence of HHQ in coffee is considered to be an important 
problem for evaluating safety of coffee. 
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